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The present invention relates to vaccine 
compositions for treatment of obesity. More 
particularly, the present invention is directed to 
mimetic for epitope of apolipoprotein B-100, 
concatemer and modified peptides thereof, and the 
vaccine composition comprising the same. s 
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U m W: ^ =^ 



mi/2% 



1. -#$P SEQIDNO:! B^^fitJitllgfi B-lOO m^mmMR^^mWo 

5 mXo 

6. ummmMspmmMmx, ^^pm^mw^ti-is^pmmm^t. 

9. -ft^ SEQ ID NO: 3 Bx^^mmS^ B-lOO ^^ifitJ^^I^Co 

20 ati^;T3iti®tt= 

13. -#?&5l7M6<]JSII^I^i^. -S^-^i^g SEQ ID N0:1. SEQ ID N0:2 ^ 

sEQiDN0:3 Bx^^mmm^ B-ioQ ^^^mmt^ n^mwmimikmmR'^^ 
25 mm^^o 

15. ummm^ upm^mms--^^, n^^pm&mB.^^^^mm^^im^ 
fim^ mm^ Mmm^ mm-^ mmu mm. nm^^ ^mmm^m 

30 16. -ftmmiisfiB-ioo^^w^ffltes ^0mwmiMmxm^'&, 

SEQ ID NO:K SEQ ID N0:2 fP SEQ ID N0:3 PJx^^MbM^ B-100 ^ 
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& *1 S * 45 M2/23T 



um%mk^ K^mwmmmx^mm^,m dna mAmw^pm-, 

m)hK'it^mm^^niiiB'mmm^ b-ioo ^^^mmk^ n^mmmn 

18. — ft^Jiit#. 'S^a-^^fi^S 4^ SEQ ID NO:l ^yf^S^J^BaSe B-100^ 

mmmi^m^m^m^^^^ dna ^ta. 
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m ^ 



mmm& B-ioo mmmmk> ^^mwmim^k, 
ifi B-ioo ^mmxm^^ ^^mwmmm^mmR^m^ 

10 

mmmmmm. tm^miTcy mmmm^ mmmtm. n^Mn^m^ 
Silt, MEm'^7mm%mi^LDL4mmm7K'f-mK^s±mmmm, u 

M^fMB^iBTOvm, M.S.^ Goldstein, J.L., 1983, Annu. Rev. Biochem., 52:223-261)o 

MSfi B-loo m LDL 4'6tj±gg&§P:«'. ■^i^^^^Ami^^mmm^ 
(yLDL)m%mmtL^o '^jkm^mmR^mmm^ b-ioo ^^j^^^m, 
LDL-mmm'^m^^mmmm^mim^mi, m^mmsB b-ioo if^-^ ldl 

25 -^MMS ^HM^M±6^ LDL-^#^-^(Dalum I., ^A-, 1997, Mol. Iimnunol, 34(16- 
17):11 13-20) o 

B-IOO ^^^iz^T-^m^^imm, immsmmmmmm$r^m7m tg 

^= Slit, nj$-y^^^miiilSB-ioo6<3in;#*^ipmff6<3±SH»— 

30 mj^o 
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tM, m ^ M2/1431 



1989, Biochem. Soc. Trans., 17(4): 637-9; Alving, C.R., ^A, 1996, J. Lab. Clin. Med. , 
127: 40-49; Alving, C.R., ^A, 1996, Curr. Top. Microbiol. Immunol. , 210: 181-6)o 

^^v, ^mim.i5Lm^uwmm^Pim'mKW(yfn, j.t., 1997, cun. Lab. 

5 Med., 17(3): 595-604, ^ii)o aSWffioiij^, ili±B§t-'tflI@Setl#i^^^:fe#l*I^^ 

mmw'&w^^^^^^iKW^^^ VLDL. +^^5iga(iDL)fn ldl m^&n 
gfi M(igM). «±3£[*j#, mit^\^m-im^i^nmmm7\^mmm^mm^ 

10 ||ifli!E^^E®'f'h(BaiIey, J.M., 1994, Science, 264: 1067-1068; Palinski, W. ^A, 1995, 
Proc. Natl. Acad. Sci. U.S.A., 92(3): 821-5; Wu, R. et al, 1999, Hypertension, 33(1): 53- 
9). 

*a0j#B^amiiga B-ioo ^mm^m^nmrnmn, s^±^a 

15 

Silt, ^mmum^^^Mm^^B-m^umtmx, n^^wmmm^ 
if^m^^-n^^^^-¥?u^±.mmtm.u b-ioo ^^^mMXR^^^ 

imm^B B-ioo ^^mmmxR^^mwmm^t^ 

ifmm^m-mm.nM^mt^^ b-ioo ^'SL^mmR-^^^wmm^t^ 

^Tf|3fe#-^ltia#(MabB23)^^&<]AM5fi B-lOO W^^, ^Ifkm^^ 

fl^ DNA }^mmA'smmirA^^h^m&^ dna ^, dna mxim 

(RF)DNA 4^, $f4tAiiffffi, tAij-tiffi^Tio :^jfm^mn±^ifij^-.'i^&mmu 

iRS'j^tjfi^miise B-ioo. mtmm ldl( 
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u m ^ m^/im 



mmmmmu 

0.5-1.0 ^M. ■j^ms.^^^'^ms.jy^mmr^um^&ti'^u^ 

wmimmmr^^xijiw^^tt ldl ^M±itiiiie b-ioo ^^^±, 

#^{^tf?lti^^ 6^f^©c^ LDL ^ffi± itllS e B-lOO ^^±6^ A!n:#? IfeiiS j^ffi , 

^^mmmMmmmm, num^^mmmMX^ ^mwmmmm^-ti^Amw 

20 ^ LDL ^M±a<Jt;ligfi B-lOO m^^^, )Amm\ LDL -^^|>S^Ea«M±61] 
LDL S###'l4^^o 

25 7. swat: 

6tl^l^> S lb^^LB^&<]^|^. a Ic^^BL^fi^]^^^, S ld^^pBX4^3it; 

m 2 ^^.mm^^^^mmmm pbxi pbx4 mw^^Wo 

30 ffl 3 m^^^ LB ^6^SM^®tK«*^'1^(PAGE)fi^^* = 

@ 4 ^^ffl^ ^^ffiAM^t pBlue-BL &<] BL ±^ PAGE 

s 5 m^m^mikm\mi pbxi pbx3 6<] dna m:^\^mn^Mm page ^ 
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n m ^ m3/i45i 



mmm& A-l lOitlgga B-100 &}U^^m^W^^W.'i$iMm", CW-Hoon Kim, 
Hanyang Univ., 1997),. 

^as^fi^iclISS B-\QOm^mMU^'^^^i&^ SEQIDN0:KSEQIDN0:2> 
SEQIDNO:3 mX^&^M^'^o 

So 

10 :^mM&^±mmmm"im^k"i^-^wmmm& B-m ^^^.mm^^miKW 

ti> m]^Mmmmmu^)'s:m^)ifi^}> am^ mm^u ^^m^ ^mm^ m 
20 nm. mw> nmrn^ ^mmmmm^M^ •al^ffl5ew#^ ^s^'* 

w~-mmm)^ 7kW/^mmn7Kfii?u nmmmj&mita^m)^ TmrnWimMtum. 



01803057.2 



n m ^ ^5/143; 



m 6 ^^ffl^^^Bf^iiifi^ ?BUn Western Ep^^^o 

s 8 ^^m^mixm^m mh^Mi^-PB\,ikmm&m'\i^ westem ena^^o 
5 m 9 ^^mmm PBijxmm^uiKW&immti^ elisa m^^^ 

m iia^ iibS^7^MIM^m^^^^ait»T£®6^Ht/B 20jilrt^ 
^§^^^*^0ja^PBl4 3S1a = 

S 12 6^]®^^^PBl4 3Sm6^a#55^iL?*+l0M?^c;g&5^f^ = 

10 

15 S+^f'^* Genemed Synthesis Inc.(San Francisco, CA, USA)tg^*:^Ba#^^6^ 

"WM^ 10 TA^ lOmM ATP. 3 It^l" lOWW^ T4 ^^^^mMB Takara, Otsu, Japan)!^ 
^ 7 lOX 37°Ci#W 2 /jN0t o 

20 H^iPS^^a, :Si:ish^:tfH]ii;;c^##'l46^ifi)!!ro 



$»j2: 

1 DNA.5 It^hffiAi^ DNA^ 1 Wl^ T4 DNA 5ig^(NEB, Beverly, 

MA, USA)> 1 '4m lOX KSm^IM'y^CNEB, Beverly, MA)^B 2 ^fi-^tg7K. tJ#M^ 
25 t). 16°CJ§WM. ^/bM^Wo 

^M^iJ 3: j^*^3iiclige B-lOO ^mmm pBX ^iiici^Wt^^ 

m^^&mmmmmwM'M^^m^^m-^m^^ pbi ksHo i 

30 PJf^, 5|tltr^:t(S la)^|tiij pQE30 M*i(Qiagen, Hilden, Germany)6^ ^ ^It^.-^^ > 
fiJff'&W— ^ PBl pBXlo ^ Hindlll ^ Sail m^tBfftfMfi. ffl LB lb) 
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n m ^ ®6/14jg 



|5]0t , Sail m Xhol tjimmi pBluescript II SK+, ^UUM^—^^^^ BL 

pmi: ?Bi mxii^mwmm 

^5ilil^»J 1 m 2mn:^iii^5&^ SEQ id NO:10 m SEQ ID NO:ll S^^M 
5 M'X, W^m^tio m^. Sail m BamHI ^Sllfit] pQE30 ij;#{Qiagen, Hilden, 
Germany)-^±3iii^^5i^, pQE fu^M^io ii^±]^ pQE30 ^#6<J^ji, ^ 

^^S-a^^^SlfitlvRSiJ^^^^CDDDDKI; SEQ ID NO: 12), WM^hfi^ES^M^^S* 

10 M^^MI^iJ 1 ^U^ii, 4 -l^^tl^MC^/^^iJi^ SEQ ID NO:4-7 ^^), i^'tl 

inmmit, mis^^M^mmmm^mmx, um^f&m ib 6^ lb i^cseq id no: u 
m i4)o # 40 Wi^m'Xmmm'^m^ 3 iu/» t4 dna ^mm^ 5 lox s 

|g(EtBr)^«^fe, LB :t(52bp *^^®)o 

^E® 3 , »1cit M ^ 20bp dna ^i^^Oti-E. ?7lC3t 1 ^S-Mm-H^o ffi QIAEX II 
Ufi$a$lT^^Jt:(Qiagen, Hilden, Gennany)iAyt^l^# LB 

m Hind III Sail im\±m pQE-ly ^j^^ij, f^jsScM^M^lI 2 ■^±^ LB ±m 

20 fiJf#PBUI»fi^^ji^#c Mf«iiii^*#^^pBXi. 

j^PBijt(#jaa 2)o 

Um^mmimU'^, -^/S^W SEQ id N0:4. 5. 8^n9^;T^j^^!j6^H^W 

"^m^mmit, mB^M^s.^mmm'^mm^k, i^^i^^sic^^T^MBL^tcsEQiD 

25 NO: 15 SI 16)o UfS, ^PM 2 iP#, 'gig^S^^g^MSjt^, ^JSiP^ilJ 20%^ 

ffl QIAEX II BL ±, mjsm saii Xhol m\. 

WM, Sail fB Xhol tOtll pBluescript II SK(Stratagene, La Jolla, CA, USA)o 

^O.S%mBmM^±^'W' BfsM QIAEX II ^l5itttl:^(Qiagen, Hilden, Germany) 
30 *St#o 

15 5 it5i BL ^ DNA m 1 DNA mf^^mm 2 mn^^m 

S.Jk. St#pBlue-BLM^^iio 
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m Sail IP Xhol t;0|iJ pBlue-BL, ttJIi^ BL #o BL ^SA^^ 2 
pBXl m.W^ Sail ^.>^rt, $iJffM*ipBX2o ^^h. MA pBXl Sail ^.^,6^ 

BL @ 2 g^j^ 3(#jaS 2). pBX3 pBX4o 

pBX2> pBX3 pBX4 2-4 ^ PBl tlini^Sy^^ 

5 ^PBlz, PBlj^OPBUo 

^Si4: ?iAtl6^^S 

ffl pBlue-BL Mlilftt.?t±ai&(;^J©ffM M15[pREP4]; Qiagen, Hilden, 
Gennany), ^Mi^^ 1%M^±, ST'CJ^W 16 /hBt, '^Xm^WM^y^l^^ ^'^^ 

i^Wi^LBms-^w^mf-^ 10 LB "^wm^, i6 />Bt, mmm 

10 DNA^^'f^^l^CWizard PLUS SV DNAminiprep DNA^'ft:^^;Pormega, Madison, Wl, 

^S37°C^t;g|iJ 1 />0t, ^jgj^ 20%PAGE ^|;t(S 4)o 4 ^'IcitM^^ 20 bp 
DNA ^nn, ?7]cit 1 3 ^f#l^*^ffl;^tl, ^'^cit 2 ^^ilii 20%PAGE 

>!A^^^ 3 BL :t DNA, 3 ^^^PI^W^Sfi^E^I pBlue-BL M#io 

15 4^^^, pBIue-BL BL 

ffl pBXl ^ pBX3 M*t$f^^:^Mff^(M15[pREP4]), $B±MM^^>^3^i DNA, 
\m^k DNA :i:ffiAti6<]m @^:^rf&]o ^^^^fitiMliffi Saii fn Hindiii PS^JSI-fcjUfJ, ffi 

20%PAGE ^t/rO 5)o 4® 5 4- . M M M.^ 20 bp DNA ^mA, 1 ID 3 

-tt LB fl^^ BL ^fi^J pBXl Mlii. M 2 ^^^W-^ LB ^DM^^ BL :t(^WiE 

20 iklin^^Wm-^ ^-M. M4^^TJ:W-^LB?-PM^BL^({0WffiM6^:^ 

f^)fi^Mfio tm^m^-^ Piwaifig#sw^i>B^(BL^LB^)MAiii^'t:{n 

!i>lf5J:;^f^aA pBX ic#o 

^^\, hm^^^RM^'^^m^m^'^fmK^ b dna m\\m%ikm^\\ 

&^i^^!]+a|WIc Mfiffi Wizard PLUS DNA miniprep T^?f!l^^tJ^, M Sequennase(2.1 
25 l5g)DNA tlij ?ni:t(Amersham, Cleveland, UK)3|5?i!l if » 

^M^|J4: PBi4tt4:^®Mt6<]^iii^^^tt; 

30 #|f'H:6^^®MMi5[pREF4]= -#:^MfflM15[pREP4]ffiMfipBX4ftifc, 
#ffipQE30{lHtI^£(m. aW-ft;t*lf^6^:^^MM15[pREP4]o 
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^ m ^ ms/im 



WMW LB mWm^, 37°C«i§Wi^±§#tl 1 600nm 

O.D fliiiJ 0.5-0.7 o ^ ImM ^M«-5l'ft-p-4^IL^n[tltS^(IPTG)j]pA±f #S 

vx^imms^m^^, m^su^ 3vcTi§w 5 /hBt=ix 1 mm^^m, Moooipm 

T^^ll^ 2 {$^«^^??L?£o>|#^^?5t:?S1:^ 50 ii?!- 2X SDS ¥#^[100mM Tris-Cl 

5 pH 6.8, 4%SDS(w/v), 2% l-'^^ZM, 0.001 ffl^ 

^a»?L±, ^E20mAT^i3C5/hBt(MightySmalIII,Hoefer,USA)o I^S^^fP^Jh^ 
IS6^^:^@ltJ3S^?f;g^»J35^ 5%fn 15%. fflS5^^fe6<j|^?ip°p SeeBlue(250Kda M 
4kDa; NOVEX, San Diego, CA, USA)gK?B@^^t^7ip° Markl2(200kDa M 2.5kDa)f^ 

10 ^^tiyt^TfeiSgfio 4,^]C^. ffl%^»f^MR-250^fel/hB^, M4^l5^fe?S(5% 

a^f Western EPi^O 6)o ^ Bio-Synthesis, Inc.(Lewisville, TX, USA)tt.#'^^^ PBl 

15 p°n SeeBlue *^ia, ^/Jcat 1 ^^ffi*J$W*lf'ffc6^i:fe®ffB M15[pREP4]S<]:©#S, 
it 2 ^^^*J*W^ PQE30 M15[pREP4]6<jtf #S. 3 Wts 

ffi^JtW^^ pBX4 ®#3^^fcfi<j;t®ff m M15[pREP4]6<jJg#So 

tm 6 B^^, PsW^ pBX4 ^ms-xmv^^mmn^ m\,i%mL^^^ pbi 

20 ^mi: mkm%^mm^wm\ 

m^^m 1 ffi|W]6^;^^i±^WS pBX4 mW^it^^Mj^m M15[pREP4]„ M 10 

mf\-mmm, M'^j^mmmo -^mmu^M^^f- 5 «5^aiai^MyS(3oomM Naci, 

50mMNaH2PO4, lOmM pH 8.0)4^, JAM^^^^^^M^^ If^WJs, ^MP'^ 

Mu^M^^mmmf 20 nmpiihm, u^mmMUMo 4-c. loooorpmT^^noo:^^ 
25 m.±mmo m^nwm^2xsDsmm^^mmm^, ini^m tfsi-:^vifi3i¥ 

a^T SDS-PAGE. 95'CmB 5 ^ItiS, SDS-PAGE ai^MRT^fi^W^i^ A 

i^lS3: PBUttW^'HS 
i^li3-l: ^WMt/f 

30 mmt ms-immm&j^.m m-nta wig^^^i^ii 1 ^mmmx^ mmnm^^p 
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M m ^ M9/145T 



^^m^ pBX4 mm^mm mi5[prep4]@#?ij i ^ lb i^^m^ , sivm 

600nm OD {t^il 0.6. LB pBX4 ic^:t 50: 1 = jjpA IPTG Mft 

^^^^^ImM, m:^l§W5/h0^„ mmJs, 6000xg TM'i:.^±§#S 30 ^ff^lfi 

5 50mMNaH2PO4, lOmM 1*1^, pH 8.0)4". I 5 M^^rl^M'M'Mo M 

^mi^um^jtmp&m^mmmm. ^^.b^mut^ looooxgTM'Hoo^ito 

j]PA-^'KiS#^Rffi|5lKlSM'V^(8M ^, 0.1MNaH2PO4, O.OIM Tris-HCl pH 8.0), 

lE^^m&mmm^mil<^m^^ 8000rpmT^v|1^30^#|'. !ii^**^^lE 

10 8M m'P^^mmW}io^4mJi±m±WM'P,MA4°m l S5^Ni-NTAMIa,200rpm 

X2.7 E3f^(ift))4^o fTJfSfi, {£i±»M^^ySiiT. m 20 S^ttt 

pH|i^?^(8M E, O.lMNaHjPOjO.lM Tris-HCl pH6.3)^tt- BlSMlom^^-W: 
15 ?4'?S(8M JK, O.IM NaH2P04 O.OIM Tris-HCl pH 6.3)^tt, 0.^^^ Ni-NTA 

##'14^-^6<Jgfi;^o 5 m^i^ pH ^?+?^(8M M, O.IM NaH2P04 O.IM Tris-HCl 
pH 5.9)M{^, l?i;5iiJA 5 «?h?S^M}1'y^(8M m, O.IM NaH2P04 O.IM Tris-HCl pH 
4.5)4 ^, MtB-g-W His-^6^ gt^gfi, ^/Sffi SDS-PAGE, ffl 15% P^MSfeJ^WO 
7)*aiAM6^ SI^SSo ^ ffl 7 ^'Icit M ^^m^m^^ SeeBlue :$^^:;^/>#ia 

20 tj, htm. I ^^^^itm ?B\jko 

i^±mm{i^s&m pbs(8 ^/3R-mifcirt,o.2 l44 yi/^ mu^po, 

foo.24^/?f-KH,po4)istiT, tAfiff^if-feina^fi^i^Mo B^M^mm^i^^^Tim 

3500Dao ^igtiffflfi], lo 5 />Bt5feffi 3 5^-^ 2M MS^ PBS, ^jgffi 5 5^5^ 
25 i^^3-2! ttMtff 

Ma<J-tPBl4fti:6<]^?^1'3g«:jjpA^m^Mft^?^5;g^20%, ^jsiiTSpH 7.0„ 

10%atJ5^li®^^mj5l£^§-;S#S3 />Btlil±,^;s#^»#ilJ*Ssepharose 
;i$[^f4: sepharose Fast Flow MII(Phamacia, Sweden);tt#$?^ 1 M*( ^5) X 3 

30 ®3ie(ffii^)]to 

SiA 10%iiJO%«^^fi^S^^ST, iU0.5«5t/^l+#My^(8M B,0.1M 

NaH2P04 O.OIM Tris-HCl pH6.3)fSiJAtt 1*1, MttS^S^, ^^^I^ilP#«l$±a 
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i& BJ 45 Ml0/I4m' 



If sDs-PAGEc ^M^'HPBkmts.j^, ^nm^mmm'^m^, mm^mm 

5 S6^^?+}il(50mM NaCI, 20mM Tris-HCl, 2inM CaClz pH 7.4)'t'ipA 2M Mo M±7&^ 

mmm^^f sds-page j^m, i^a^sw ms-m&^ PBi(PBi/'^-osic'4^ uis-m^mHo 

10 i^Si3-4: 

^3St/TMi^^(2MP, 0.1MNaH2PO4, O.OIM Tris-HCl, pH7.0)4^)(^^^li 3-3 

PBV^'^ li:6<I^#^tffl1f ii^/f , ^^^-^^^IJ^^^c #^5-il3i|jT6ti^»#iiJ deae 

sepharose ti^^g(Phamacia, uppsala, Sweden)±c BJs. ffl¥^^?+?^(50mM Sl^^^ 
^;g^^-^W@t^geS^a5}-o ffl SDS-PAGE mPBV'^Jttfitl^ 

20 ffi micro BCA T^^iJ(Pierce, Rockford, USA)iiil bt^j^^^Mm-^^m^M 3 ffl 

lwi;^^4^ff6^]^iEji6^PBl4tto 

ffl ECL(Amershani, Cleveland, UK)jS^T Western EP3St^5^, iiiA/^5i 3 4^M'ftfitl 

?Bkn^m, ?B\,B:m^mmnmijimm^'&m'^o ^ 

25 SDS-PAGE($iS^!l2, 0mi)j5, -gW-^ PVDF M-feSMW'y^CO.S'/^Tris, 1.5%-^ 

m±o mj§. m^^^^B:^5mmmm(TBSpH7.5,5%msm'B{-w/y), o.o2%Fi 

U 20)itW 1.5 /jN0t. ^JSffl TTBS(-g-W 0.1 %^t^ 20 fiti Tris m.ll<¥^^^'M)6^M& 
H/^^ 15 ^It. 5 mm 5 ffi TTBS mMU 1: 5000 6^ tfcf PB10& 

30 2 \)^^!km, ^.lumm-^i^'W 1.5 />Bt, iM5:liA PBiJj:, ^ PBI4 

ttfimjfiLJta^^WS^WJ 3)o MTTBS^^^;:i5fe«|^H<^(15^lt- 5^11^10 5^ 
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tM. m Bii/14^ 



^J^ W. IgG(H+L)(Zymed, San Fransisco, CA)f^ TTBS m'M Ul: 1000 6^ btf o 

M TTBS mii^.^^m^^A, ^iSinA Bci?n<iBTi5-u-4-u-3-^^jmmMMWM.^mm 

(Sigma))c m^J^, fflTTBS?t«iBCIP/NBT^?to Western TO^ififW^^^, 

5 ^ ECL t#?5?.T. ^ffi PVDF M(Gelman Science, BioTr2Lce^)iXWfMHi%MB.o 

M-ifiW^^ ttfij^ 1: 10000, ffl HRP fPI®c6tl^:fein;/hi. IgG(Pierce, Rockford, 

musAK-^j^m-m^. ^tkfijjiji: looooo ^m^&m^wm25m^mmB^ 

im^^ECL+Plus Western B^m^mMMA(AmeTsham)o ^/^4;£^6<J^feB, #11 
^iAI^>t^4'^^>t±^^iJM 5. 10> 20 ^ 30 ji»±fi^J^^^^«iiJ(ffl 8)o 
10 8 t . i;}cit M ECL ^»tSiS(Gibco BRL), ^)c5t 1 PBUljCo MS 8 

ffl Protein G tt(Bio-Rad, VSA))AM'k]km^^^ih&)10^m&.i^M ?BU 

mmi Western i-m^^, mnj^^mm^. 

15 ^M^ijs: mvBiM^mifiwmi^ 

^xm^^j PBk^^^m^^i 2 3-3 ^1^1^*7 ms-m^ PBv'-^ito 

^pege(ovA){^^ii#g&!M 1: 10 fi^jm^tkjjpA^wj i^mi ^m^ik.m 

PBi4!i:4^, 4°CT:^W 1 /jMJto S PBi4li:WlpeiS^^f 4'inAffi|Wi#|«6<j 2%(v/v) 
20 jX~m, iS^SMjI^i^W 1 />fi^o 4fijezvg^t/4'iiflA-H-EMM«^3^5fe>S;^ 

0.2M^^±^4^aif6^^/So 

SiS/e, ffi MWCO 12000-14000 3tt/^E(Spectrum^ Dominguez, CA, USA)j2|fr 

25 ^^m^m 1 1-^ ovA+@^6^ift, ffl^^ss^Mo w&KA'^w.m^w.^^ 5 m^, 

i^;^PBi4Jft^-^0VA*iii:tl1f6<]»o ffi^|wil:6<jMim^fcin:Ji, !^ 0.2 «?f-6^iffl» 
?iA/hE&?iMF^» 

^3s6<ife?Fij, nm'mm^&mk^ swyMi^, aABSA(^«fi®e)= 
^jg, ^4°c. 25ooxg Ti^'C^ 30 m^jk^wmko 7^'f-'^%±mmmn 

^6^«lfiJ, 4°CTi^W±?t?^(JfiL?f)3lS. looooxg ^'t- 20 3>#o mmiMW.^ 
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u m %\2i\m 



m'^M 2 Wim^mmh%%w^mnt^^ ^ loo m\,i%%wM 96 ?LiJi: 

5 0.05%P±ia 20)i^}^ 3 y^o :£^^?Lrt iPA 200 'm\tiW^{^ 1 % 

BSA eti TTBS), 37°CTi§W 1 'hB^, ^Bffi TTBS « 3 ?:^Jo gitSMW 1: lO'-l: 

10= vmmm^m loo wf^^^MmnK^u^wj^, 37°c^w i ^is^ 200 w 

^ TTBS }7fe^ 3 1: 10^##6tl 100 HRP ^ffiiSfi^Illj^Jn:^^ IgG 

irC ^(Pierce, Rockford, lL)1}llAS.^m^^ , 37"Ci§W 1 /hB^f, ffl 200 ^5^" TTBS 
10 3 o HRP /StfT^ ^lJ#(Bio-Rad)6<J^?^ A B IjJl 9: 1 fill c # 100 

1t?i-fi<]Mf#V'i^tl*PA&/S?#^^4'. Mfe 30 j)-^, mi^m ELISA leader(EL312e, 
Bio-Tek Ins.XB 9)iiJ^^/^M-^tl^ 405nm TS^fJ^TtSo 9 4^, i^XM ?B\Jt 

#^'l46^^hi,in;#PliU 1000 X 3.0)^^ Westem EpiS^n 

ELISA ^tffo 

15 ^mme-. OT/jNrt^M6<]PBl4^m6<JirLJ3E#^m 

3^M3i5ffl 5 jiS^ ICR ^J^ i|(Korea Center for Animal Experiment Ltd., Seoul, Korea), 
^J^ 17°CM25"'C , Um^mmSam Yang Feed Ltd., Seoul, 

Korea, [ta^: tR 11.8% !^>l±, gfiM 20.0% liJl±, fflfiJItM 10.0%!i;l±, ffl^^t 10.0 

20 10.0% !il±, f5 0.6%iUTSim 0.4%iU±])o ^^/hi, 

GoIdthioglucose(GTG)yi:^^|EB^o GTG ^ ^#0«lE4^T.£MtI(VMH)fl5^g[:^ffiW 

-^imo Elitb, ^i^ GTG 6^/>t^iiiJifi, ^^^^Wffl-^S^^Mo SS^/fffiS^ GTG 

Inc.)## 100 GTG(Sigma, Inc.), ^^ffl Brecher ^ A(Brechere G.Sl Waxier, S.H. 
25 Proc. Soc. Exp. Biol. Med., 70:498-501(1949))fi^^S|Wl:^J*5i€^i^3i»W GTGc 

m4^m^m\ms.(2o p.y]^Wi)mMmm^ r/M), # 25 gtg }4MAiijT^ 

1^ GTG Js 1 i^ilJMfi^^^ HLWM^ 26.5 S 29.5 ^Effl 1*1 o 

30 >^iJ-GTGffl!^7K/>mi^^lG#, MJiSW»o ^SWif^^^ 

If 6VhES?j^a*f GTG, ^Bi9fW6t''iHW^^»o 

MWi^#5gM^ha^^3^1o GTGjS-iil, 3 i^Si 2 



15 



01803057.2 



m 1? Mi3/i4ja 



mMm&2, ^6 A/MD^am-gaiiii^^Wo ^-^m. # 0.2 «5t pbs SEit 

tarn 10 Bf^. 4JiifGTGi2j^B. ima i(-A-A-)6<]?±*f^ffl6t)/MW#fi 

}A 27.710.4 ^miam. 52.2±i.7 iti^ife. ^srnia 1 ^mmmi-o-o-)t. 

m^js^-&M'&^mms.i-^-m-)m4^WiWM}x 28.3±o.5 :^#^iiiipM 68.9±2.8 

4SlOl^, Gl^Gli'i^GTG^&MmiB], VI, V2^0 V3{-^^PBl4lMlafi^ 

15 s 11 K^sjimj^Mm^^^mmmo wmmR 1 20 ji3t''Mi(ffl na: ie 
m4^^)|p«m3 e^J2o;^3^d^t(® lib: tbs= $pffl 11 ^yf:^, aiA 

^m-iik&M GTG jg, mMia^^j 12 m^4^u^ikmmmm7K'?'mmm. i 

20 ffl 2 fi^aitT GTG 6^ 12 M^'bU^i^n.mmmm7K^\t^o m Cholestezyme-V, 
Trig!yzyme-V, HDL-C555(Shin Yang Chemicals, Seoul, Korea)|n LDL-EX U^J:i:(Denka 
Bio-Research, Ltd., Tokyo, Japan), mj±miS:U&\M.^MmB> 1t}*HBH> HDL-ilia 
ilfO LDL-M@il6i]}^/So4=^4^^M4^ , MUB^U^^-D(penka Bio-Research, Ltd., 
Tokyo, Japan)^f#O.D{tK#ittt^- UU'^'^^i^^^ tl^|g^fi^it#Hi^^® 







TG 


HDL-C 




79+3.7 


180±26 


59±3.4 


wms. 1 


118+3.6 


217+47 


92+4.7 


20+1.7 


mmK 2 m 3 


131±8.8 


218±70 


119+7.5 


30±4.5 


TG: ^V*HII, HDL-C: HDL-ffi@Sl 
LDL-C: LDL-fllHSI 
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if m m 



Sl/551 



mm 



5 <I10> ^Igil 

<i2o> B-m mmmmx. ^^mwmmm, u&^'^i^mEkm&m&tm 

<130> SJPA0103PCT 

10 

<150> KR 10-2000-0052055 

<151> 2000-09-04 

<160> 16 

15 

<170> Kopatentin 1.71 

<210> 1 

<211> 15 

20 <212> PRT 

<213> ATff3''ll 

<220> 

<223> mmm& b-ioo mm^x 

25 

<400> 1 

Arg Asn Val Pro Pro lie Phe Asn Asp Val Tyr Trp He Ala Phe 
15 10 15 

30 

<210> 2 

<211> 15 

<212> PRT 

35 <213> Axm^i 

<220> 

<223> mmm&B-ioQ^mn&i 

40 

<400> 2 

Arg Phe Arg Gly Leu He Ser Leu Ser Gin Val Tyr Leu Asp Pro 
15 10 15 

45 

<210> 3 

<211> 15 

<212> PRT 

<213> AXJf-m 

50 

<220> 

<223> m^^& B-loo mmmsk 
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n m =^ Mwim 



M-^.flI®if. HDL-C iii.&LDL-C 6^,^.JfiL»;Si>l:iii)P(® 12)c 

B-ioo mmmm.^0mwmmm&^&ms.^mm 
m^mm-^^^ LDL m^m'mmm^ 

10 ^^ito 
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* B2/531 



<400> 3 

Ser Val Cys Gly Cys Pro Val Gly His His Asp Val Val Gly Leu 
15 10 15 



<210> 4 

<211> 23 

10 <212> DNA 

<213> Ai/^yij 



15 



20 



25 



45 



<220> 

<223> *£jjSBm!tLB±KlS^l=i? 



<400> 4 

tcgaccgtaa tgttcctcct ate 23 



<21G> 5 

<211> 28 

<212> D\A 

<2i3> xx^m 

<220> 

<223> r'}mBimiB±mui^'^m 



30 <40G> 5 

atcattgaag ataggaggaa cattacgg 28 



<210> 6 

35 <211> 29 

<212> DNA 

<213> AXIf-n 



<220> 

40 <223> LB ±immm 



<400> 6 

ttcaatgatg tttattggat tgcattcta 29 



<210> 7 

<211> 24 

<212> DNA 

50 <213> Alif-3''iJ 

<220> 
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n * M3/5:K 



<223> LB ^^Um^^m 



<400> 7 

5 agcttagaat gcaatccaat aaac 24 



<210> 8 

<211> 28 

10 <212> DNA 

<213> AXi^^lJ 



15 



20 



25 



<220> 

<223> BL ^^mm 



<400> 8 

ttcaatgatg tttattggat tgcattcc 28 



<210> 9 

<211> 23 

<212> DNA 

<213> KXif-n 

<220> 

<223> BL ^MS^^ff^ 



30 <400> 9 

tcgaggaatg caatccaata aac 



<210> 10 

35 <2n> 24 

<212> DNA 

<213> KT.^n 

<220> 

40 <223> m^-±^±\ 



45 



<210> 11 

<211> 24 

<212> DNA 

50 <213> Alff?"J 



23 



<400> 10 

gatccgatga tgatgacaag atcg 24 



<220> 
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m n ^ B4/55r 



<223> HU^^WTS 



<400> 11 

5 tcgacgatct tgtcatcatc atcg 24 



<210> 12 
<211> 6 



10 <212> PRT 

<213> xxjf-m 



15 



20 



30 



<220> 

<223> m-^mmm^^. 



<400> 12 

Asp Asp Asp Asp Lys He 
1 5 



<210> 13 

<211> 52 

<212> DNA 

25 <213> AXm^i 

<220> 

<223> LB ^K)±^ 



<400> 13 

tcgaccgtaa tgttcctcct atcttcaatg atgtttattg gattgcattc ta 52 



35 <210> 14 

<21i> 52 

<212> DNA 

<213> XXJf-M 

40 <220> 

<223> LB ^^Ti 



<400> 14 

45 agcttagaat gcaatccaat aaacatcatt gaagatagga ggaacattac gg 52 



<210> 15 

<211> 51 

50 <212> DNA 

<213> AXffyiJ 
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<220> 

<223> BL ^fi<J±! 



5 <400> 15 

tcgaccgtaa tgttcctcct atcttcaatg atgtttattg gattgcattc c 51 



<210> 16 

10 <211> 51 

<212> DNA 

<2i3> xx^n 

<220> 

15 <223> BL^lWTt 



<400> 16 

tcgaggaatg caatccaata aacatcattg aagataggag gaacattacg g 51 



22 



01803057. 2 



\% m ^ m 



II1/12K 



D D D D K I 



5' 
3' 



GATCCGAT6ATGATGACAAGATCG 



6CTACTACTACTGTTCTAGCAGCT 



3' 
5" 



a 



R H V P P I F N 0 V Y W I A F stop 



5" 
3' 



TC6ACC6TAATGTTCCTCCTATCTTCAATGAT6TnATTGGAn6CATTCTA 



66CATTACAAGGA6GATAGAA6TTACTACAAATAACCTAACGTAAGATTCGA 



3' 52bp 
5' 52bp 



S lb 



R N V P P I F N D V Y M A F 



TCGACCGTAATGTTCCTCCTATCTTCAATGATGTnATTGGATTGCATTCC 



G6CATTACAAGGAGGATA6AAGTTACTACAAATAACCTAACGTAAG6AGCT 



3' 51bp 
5' 51bp 



T 

Gs mm 



@ Ic 



VD LD LD U) 



His x6 



dL 



BL 



BL 



LB 



S Id 
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M m m m m^nm 




01803057.2 



ffi m » ffl ^3/1231 




a 3 
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m m m %^nm 



M 



3 



' i II i 




£0 



liilmi iffini 



® 4 



26 



01803057.2 



^ m ^ m m 115/1231 
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1^ m ^ » S 116/1251 




7 
4 



® 6 
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i^^ BJ 13 |if^ ffl m7/12T|T 



A 



2lC:<0a 



Ml 



78 
55 
45 
34 
23 

16 



>4H X. 



4 



•PBL 
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m ^ m m ms/^m 




PBU 



ffl 8 



30 



01803057.2 



1^ m =^ m m m/i2M 
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u m m m ^10/1251 




0 1 23456789 10 11 1213141516 

a 10 
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n m m m mwuM 



S 11a 




® lib 
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m ^ 



300 



250 - 



BS HDL-^mSj 
LDL-^mSl 




it 
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